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   INHIBITION OF DISEASE FLARE WITH 
 DIETHYLSTILBESTROL DIPHOSPHATE AND 
CHLORMADINONE ACETATE ADMINISTRATION 
FOR TWO WEEKS PRIOR TO SLOW-RELEASING 
   LEUPROLIDE ACETATE IN PROSTATIC 
           CANCER PATIENTS
Hideki  OHUCHI, Kazumi  NOGUCHI, Yuzo  KINOSHITA and Masahiko HOSAKA 
           From the  Department of Urology, Yokohama City University 
                       Chihiro KAWASAKI 
          From the Department of Urology,Yokohama Municipal Hospital 
         Takeshi MIURA,  Iichiro KONDO and Masaoki HARADA 
            From the Department of Urology, Kanagawa CancerCenter
   To determine whether administration of estrogen or gestagen prior to luteinizing hormone-
releasing hormone (LH-RH) agonist prevents disease flare in prostate cancer patients, we pretreated 
the patients with either  diethylstilbestrol diphosphate (DES-P) 300 mg daily  (N=17) or  chlormadinone 
acetate (CMA)  100  mg daily  (N=16) or none  (N=16) for two weeks before the initial injection of 
leuprolide acetate (L). Blood samples for prostatic specific antigen (PSA), testosterone (T), and 
luteinizing hormone were collected before CMA and DES-P administration, before and at 2, 7, 14, 28, 
56, and 84 days after the first administration of leuprolide. 
   The treatment with DES-P and CMA prior toLH-RH agonist induced an early decline of PSA. 
The mean PSA level showed no significant secondary rise in those patients with pretreatment after L 
administration. In the patients pretreated with DES-P or CMA, the mean serum T level never 
exceeded the pretreatment baseline after L administration. On the other hand, in the patients without 
DES-P or CMA, both serum T and PSA levels increased after the first administration of L. 
   These results clearly demonstrate that pretreatment with DES-P 300 mg daily or CMA 100 mg 
daily for 2 weeks is quite effective to prevent disease flare after the first administration ofL in patients 
with prostatic cancer. 
                                             (Acta Urol. Jpn. 46:  531-536, 2000) 
Key  words  : Prostate cancer, Disease flare, LH-RH analogue, Chlormadinone acetate, 
            Diethylstilbestrol diphosphate
          INTRODUCTION 
 Androgen suppression has been considered to be 
quite effective for treatment of advanced prostatic 
cancer and orchidectomy or anti-androgenic 
therapies are extensively performed. But the use of 
female sex hormones is associated with adverse ffects 
on the cardiovascular system. Recently, luteinizing 
hormone-releasing hormone agonist (LH-RH 
agonist) has become widely used not only because its 
effects are equal to  ov greater than that of female sex 
 hormones"), but also because the use of LH-RH 
agonist scarcely induces cardiovascular complications 
or gynecomastia. However, flare-up symptoms and 
elevation of tumor marker may follow in 5-10% of 
 patients3-5) after the initial injection of LH-RH 
agonist inevitably associated with elevation of serum 
LH and testosterone. Although these symptoms are 
usually transient and are observed only after the first
injection of agonist, patient demise has been reported 
from sudden  death6 Since Trachtenberg reported 
that flare-up can be suppressed by preadministration 
of  estrogen7), various therapies to suppress flare-up 
have been  attempted5'8-I0) In the present pro-
spective randomized study, we compared the anti-
flare up effects of diethylstilbestrol diphosphate 
(DES-P) and chlormadinone acetate (CMA) in the 
LH-RH agonist therapy of prostate cancer patients. 
     PATIENTS AND METHODS 
 This study was a prospective randomized clinical 
trial. 
 Sixty-one subjects with untreated prostatic cancer 
were registered in this study. The stage of subjects 
ranged from  B1 to  D2: the grade, poor to  well-
differentiated : and the performance status (P.S.) 0-3. 
The patients were randomized into three  groups  : 













































































































































































































































































































































































































































































































 °Hymn, et  al.  : Inhibition of disease flare by estrogen and gestagen
earlier suppression of tumor markers. 
 In the present study, the PSA levels were not 
significantly different among the three groups of 
patients at 12 weeks of therapy. Whether the 
transient disease flare affects the prognosis of prostate 
cancer patients remains to be elucidated. Further 
long-term follow up of these patients is ongoing. 
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三浦 猛,近 藤猪一郎,原 田 昌興
LH-RHアゴニス ト投与に よるフレァー現象 を抑制
す る目的で,ア ゴニス ト投与2週 間前 よりエ ス トロゲ
ンあるいはゲスターゲ ンを投与 した.前 立腺癌患者で
のこれ らの薬剤の効果 につ き比較検討 した.未 治療前
立腺 癌患者 を無作為 に3群 に分 けた.ホ ス フェ ス ト
ロール300mg/day(N=17),クロ ルマ ジ ノン100
mg/day(N=16),無治療(N=16)を1.H-RHアゴ
ニ ス ト初回投与の2週 間前 よ り開始 した.LH,テ ス
トステロ ン,PSA値 を定期 的に測定 した.ホ ス フェ
ス トロール,ク ロルマ ジ ノンの前投与 によ りPSAは
早期 に低下 した.テ ス トステロンの平均値 はホス フ山
ス トロール,ク ロルマ ジノンの前投与群で,ア ゴニス
ト投与 後 も治療前 の値 を越 える ことはな く,PSA平
均値 も前投与群で はアゴニス ト投与後 も有意の上昇 を
認 めなか った.一 方,前 投与 を行 わなか った群 では初
回のアゴニス ト投与 により一過性 にテス トステロ ンお
よびPSA平 均値 は治療前値 よ りも上昇 した.以 上 の
結果 よ りホスフェス トロール300mg/day,クロルァ
ジノン100mg/dayの2週間前投与 は,初 回LH-RH
アゴニス ト投与後のフ レアー現象に対 しきわめて有用
であるこ とが明 らか となった.
(泌尿紀要46:531-536,2000)
